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AB Title compds. I [wherein Rl - alkyl/dialkyl/hydroxy/alkyloxy/ alkyl 
alkyloxy/ amino; R2 = carboxy, carboxymethyl, hydroxymethyl; R3 ~ 
(un) substituted alkyl, proparqyl; R4 = alkyl, alkenyl-CH2 -, 

alkynyl-CH2-, * . 

cycloalkyl, cycloalkylalkyl; diastereoisomeric forms, mixta, thereof, cia 
or trans forms, and their salts] were prepd. as antimicrobial agents. 

synthetic examples are given. For example, II was prepd in 7 steps from 
olefin III by oxidn. with NaMn04 to the acid concomitant with 
N-BOC-protection, esterification, followed by BOC deprotection, 
N-alkylation with propargylic ale, reaction of the resulting alkyne with 
l-bromo-2,3,5-trifluorobenzene, oximation, redn. of the oxime, and 
hydrolysis of the eater. I were active against exptl. infections of mice 
by Staphylococcus aureus IP8203 at 65 mg/kg s.c, and at 70 mg/kg orally. 
None of the compds. showed acute toxicity in mice at 100 mg/kg s.c. (2 
administrations), 

IT 651320-8e-6P, (3R, 4R) -1- [ 3- ( 2 , 3, 5-Trif luo rophenyl) prop-2-ynyl ] -4- 

[ 3 - ( R, s ) -amino- 3- ( €-methoxyquinolin-4-yl ) propyl ) piperidine-3-carboxylic 
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antimicrobial agents) 
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4- [ 3-amino-3- ( 6-mBthoxy-4-quinolinyl) propyl ] - 

l-[3-(2,3,5-trifluorophenyl)-2-propynyl]-, (3R, 4R)-rel- (9CI) (CA INDEX 

NAME] 

Relative stereochemistry. 




RN 651320-92-2 CA 

CN 3-Piperidinecarboxylic acid, 4- I (3R) -3-aiidno-3- ( 6-methoxy-4- 

quinolinyl)propyl]-l-t2-{2-thienylthio)ethyl3-, (3S,4S)-rel- (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 
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atoms 



New 4- [3- (Quiiiol-4-yl)propyl]piperidine deriva . I are disclosed [wherein 
Rl = H, halo, OH, NH2, alkylandno, dialkylamino, hydroxyamino, 
alkoxyamino, or alkylalkoxyamino; R2 - COOH, CH2C02H, CH20H; R3 - Cl-6 
alkyl substituted by: {un) substituted SPh [which can include 1-4 
substituents chosen from halo, OH, alkyl, alkoxy, CF3, CF30, C02H, 
alkyloxycarbonyl, cyano, or NH2] , by 3- to 7-membered cycloalkylthio, or 
by 5- to 6-men\bered arom. heterocyclylthio con^rising 1-4 N/O/S atoms and 
optionally substituted by halo, OH, alkyl, alkoxy, CF3, CF30, oxo, COOH, 
alkyloxycarbonyl, cyano, or NH2; or R3 » propargyl substituted by: Ph 
[which can include 1-4 aubatitucnts chosen from halo, OH, alkyl, alkoxy, 
CF3, CF30, C02H, alkyloxycarbonyl, cyano, or NH21, by cycloalkyl contg. 3 
-7 members, or by 5- to 6-membered arom, heterocyclyl with 1-4 N/O/S 

^[and (un) substituted by halo, OH, alkyl, alkoxy, CF3, CF30, oxo, COOH, 
alkyloxycarbonyl, cyano, or NH2]; R4 = Cl-6 alkyl, alkenyl-CH2, or 
alkynyl-CH2- (alkenyls or alkynyls comprise 2-6 c atoms), cycloalkyl, or 
cycloalkylalkyl {cycloalkyls con?>ri3es 3-8 c atoms); including 
diastereoisomeric forma, mixts. thereof, cia or trans forms, and salts 
thereof] . The novel derivs. are particularly interesting as 
antimicrobial ^ . ^ . 

agents. Ten synthetic exaii«>les are given. For instance, Wittig reaction 
of 4 (RS)-4-allyl-l-(benzyloxycarbonyl)piperidin-3-one with Ph3P:CHC02Me 
gave a Z-isomeric exocyclic olefin, which underwent hydtobo ration at 

aliyl 

and Pd-catalyzed coupling with 4-iodo-3-f luoro-6-methoxyquinoline, 
followed by hydrogenation of the olefin with concomitant N-deprotection, 
N-alkylation with 2- (2-bromoethylthio) thiophene, and sapon. of the Me 
ester, to give the racemic title compd. II.2HC1. Compds. I were active 
against exptl. infections of mice by Staphylococcus aureus IP 8203 at 
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12-150 mg/kg a.c, 
showed 

toxicity in mice at 100 mg/kg s.c. (2 administrations). 
IT 459452-89-lP, (3RS, 4RS) -4- [3- {R, S) -Amino-3- (3-f luoro-6- 

methoxyquinolin-4-yl) propyl] -l-[ 2- ( (thien-2-yl) thio] ethyl] piperidine-3- 
acetic acid 459452-90-5P, {3Rs, 4RS) -4- [3- (R, S) -Aniino-3- (3-fluoro- 

6-methoxyquinolin-4-yl) propyl] -1- [2- [ (2, 5-dif luorophenyl) thio] ethyl] piperi 
dine-3-acetic acid hydrochloride 

RL: ADV (Adverse effect, including toxicity); PAC { Pharmacological 
activity); SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL 
(Biological study); PREP (Preparation); USES (Uses) 

(drug candidate; prepn. of (quinolylpxopyllpiperidine derivs. as 
antimicrobials) 
RN 459452-88-1 CA 

CN 3-Piperidineacetlc acid, 4- [3-amino-3- (3-f luoro-6-raethoxy-4- 

quinolinyl) propyl] -1- [2- (2-thienyl thio) ethyl]-, (3R,4R)-rel- (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 




RN 459452-90-5 CA 

CN 3-Piperidineacetic acid, 4- [3-amino-3- {3-£luoro-6-methoxy-4- 
quinolinyl)p^opyl] -1- [2- [ (2, 5-dif luorophenyl) thio] ethyl]- , 
monohydrochloride, (3R,4R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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including various isomers, enantiomeric and diastereoisomeric forms, 
mixta, and salts thereof). The novel derivs . are particularly 

interesting 

as antimicrobial agents. Two synthetic examples are given. For example, 
II was prepd. by aikylation of III.bul.HCl {prepn. given) with 
2- (bromoethylsulfanyl) thiophene, followed by basic hydrolysis. In vivo, 
Gonads. I were active against exptl. infections of mice by Staphylococcus 
aureus IP BZ03 at 12-150 mg/kg s.c, and at 26-150 mg/kg orally. None of 
the compds. showed toxicity in mice at 100 mg/kg a.c. 




- NH2 
» C02H 

- 70 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB New 4- [3- {Quinol-4-yl) propyl] piperidine derivs. I are disclosed (wherein 
Rla - K, halo, OH, NK2, alkylamino, diallcyl amino, hydroxyandno, 
alkoxyamino, or alJcylalkoxyamino; Rib - H, or RlaRlb - oxo; R2 - COOH, 
CH2C02H, CH20H; R3 - cl-6 alkyl substituted by: (un) substituted SPh 

(which 

can include 1-4 substituents chosen from halo, OH, alkyl, alkoxy, CF3, 
CF30, C02H, alkyloxycarbonyl, cyano, or NK2], by 3- to 7-membered 
cycloalkyithio, or by 5- to 6-membered arom. heterocyclylthio comprising 
1-4 N/o/s atoms and optionally substituted by halo, OH, alkyl, alkoxy, 
CF3, CF30, COOH, alkyloxycarbonyl, cyano, or NH2; or R3 » propargyl 
substituted by: Ph (which can include 1-4 substituents chosen from halo, 
OH, alkyl, alkoxy, CF3, CF30, C02H, alkyloxycarbonyl, cyano, or NH2], by 
cycioalkyl contg. 3 -7 member a, or by 5- to 6-membcred arom. hsterocyclyl 
with 1-4 N/o/s atoms [and (un) substituted by halo, OH, alkyl, alkoxy. 



CF3, 



CF30, COOH, alkyloxycarbonyl, cyano, or NH2]; R4 - Cl-6 alkyl, 
alkenyl-CH2, or alkyryl-CH2 (alkenyls or alkynyls con^priae 2-6 C atoms), 
cycioalkyl, or cycloalkylalkyl (cycloalkyls comprises 3-8 C atoms); 



|§— Gl 



MPL: 
NTE: 
5TE: 



claim 1 
and salts 

isomers, enantiomers, 



and dlastereoisomers 
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NTE: additional oxo formation also claimed 
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STE: and cis and trans and/or dlastereoisomers 
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♦ STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. I [wherein Rl = alkyl/dialkyl/hydroxy/alkyloxy/ alkyl 
alkyloxy/amino; R2 = carboxy, carboxymethyl, hydroxymethyl ; R3 - 
(un) substituted alkyl, propargyl; R4 * alkyl, alkenyl-CH2 -, 

alkynyl-CH2-, . ^ . ^ * 

cycloalkyl, cycloalkylalkyl; diastereoisomeric forms, mixts. thereof, cis 
or trans forms, and their salts] were prepd. as antimicrobial agents. 

synthetic exan^les are given. For example, II was prepd in 7 steps from 
olefin III by oxidn. with NaMn04 to the acid concomitant with 
N-BOC-protection, esterif ication, followed by BOC deprotection, 
N-alkylation with propargylic ale, reaction of the resulting alkyne with 
l-bromo-2, 3, 5-trifluorobenzene, oximation, redn. of the oxime, and 
hydrolysis of the ester. I were active against exptl. infections of mice 
by Staphylococcus aureus Ipe203 at 65 mg/kg s.c, and at 70 mg/kg orally. 
None of the con¥)ds. showed acute toxicity in mice at 100 mg/kg s.c. {2 
administrations} . 
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AB New 4-t3-{Quinol-4-yl) propyl] piperidine derivs. I are disclosed l wherein 
Rl » H, halo, OH, NH2, alkylamino, dialkylaroino, hydroxyamino, 

alkoxyamino, or alkylalkoxyamino; R2 = COOH, CH2COZH, CH20H; R3 = Cl-6 
alkyl substituted by: {un) substituted SPh (which can include 1-4 
subatituerta chosen from halo, OH, alkyl, alkoxy, CF3, CF30, C02H, 
alkyloxycatbonyl, cyano, or NH2], by 3- to T-membered cycloalkylthio, or 
by 5- to 6-membered arom, heterocyclylthio comprising 1-4 N/O/S atoms and 
optionally substituted by halo, OH, alkyl, alkoxy, CF3, CF30, oxo, COOH, 
alkyloxycarbonyl, cyano, or NH2; or R3 * propargyl substituted by: Ph 
[which can include 1-4 substituents chosen from halo, OK, alkyl, alkoxy, 
CF3, CP30, C02H, alkyloxycarbonyl, cyano, or NH2J, by cydoalkyl contg. 3 
-7 members, or by 5- to 6-menibered arom. heterocyclyl with 1-4 N/O/S 

atoms 

[and (un) substituted by halo, OH, alkyl, alkoxy, CF3, CF30, oxo, COOH, 
alkyloxycarbonyl, cyano, or NH2]; R4 = Cl-6 alkyl, alkenyl-CH2, or 
alkynyl-CH2- (alkenyls or alkynyls comprise 2-6 C atoms), cycloalkyl, or 
cycloalkyl alkyl (cydoalkyls comprises 3-8 c atoms); including 
diastereolsomerlc forms, mixta, thereof, cis or trans forms, and salts 
thereof]. The novel derivs. are particularly interesting as 
antimicrobial 

agents. Ten synthetic examples are given. For instance, Wattig reaction 
of 4 {RS>-4-allyl-l- (benzyloxycarbonyl)piperidin-3-one with Ph3P:CHC02Me 
gave a Z-isomeric exocyclic olefin, which underwent hydroboration at 

al Ivl 

and Pd-catalyzed coupling with 4-iodo-3-f luoro-6-methoxyquinoline, 
followed by hydrogenation of the olefin with concomitant N-deprotection, 
N-alkyiation with 2- t2-bromoethylthio) thiophene, and sapon. of the Me 
ester, to give the racemic title compd. II.2HC1. Compds. I were active 
against exptl. infections of mice by Staphylococcus aureus IP 8203 at 
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12-150 mg/kg a.c, and at 26-150 mg/kg orally. None of the compds. 
showed 

toxicity in mice at 100 mg/kg s.c. (2 administrations). 
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NTE: 
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> NH2 
■■ C02H 
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and salts 

and diastereomers forms or mixtures and/or cis or trans forms 
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AB A method of treatment of bacterial infection comprises administration of 
title cotipds. (I; 1 of 21-Z5 - N, CRla, the rsmainder » CH; Rl « OH, 
(substituted) alkoxy, alkoxyalkyl, halo, alkyl* alkylthio, cr3, N02, 

'acyloxy, N3, etc.; Rla « H, Rl; R3 - C02H, alkoxycarbonyl, aminocarbonyl, 
cyano, tetrarolyl, oxooxazolidinyl, substituted alkyl, ethenyl, etc.; R4 

CH2R5; R5 - alkyl, hydroxyalkyl, alkoxyalkyl, alkanoyloxyalkyl, 
(substituted) phenylalkyl, etc.; n = 0-2; AB =• NHCONH, NHC02, or A = 

NRll, 

0, S, SO, S02, CR6R7, B - NRll, 0, S, SO, S02, CR8R9; R6-R9 - H, SH, 

alkylthio, halo, CF3, alkyl, etc.; Rll - H, CF3, alkyl, alkenyl, 
alkoxycarbonyl, alkylcarbonyl, etc.; with provisos]. Thus, 
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1- [3R, 4R] -l-heptyl-3- (1- (R- or s) -hydroxy-2-cyanoethyl) -4- [3- (6- 
methoxyquinolin-4-yl) propyl] piperidine, prepd. in several steps from 
quinine, showed min. inhibitory concns. of .Itoreq.l .mu.g/mL against a 
range of gram-pos. and gram-neg. bacteria. 
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GZ7 = (0-2) CH2 

G2 9 = NH2 

DER; or pharmaceutically acceptable derivatives 

MPL: claim 1 

NTE: substitution is restricted 
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AB The title cornpds. Z1-Z5 - N and the remainder are CH; Rl - H, 

OH, alkoxy, etc.; either R2 = H, and R3 is in the 2- or 3-position and is 
H, alkyl, alkenyl, etc.; or R3 is in the 3-position and R2 and R3 

together 

are a divalent :CR6R7 (wherein R6 and R7 ■ H, alkyl, alkenyl, etc.); R4 » 
CH2R5 (R5 » alkyl, hydrojcyalkyl, alkoxyalkyl, etc.); n » 0-2; A, B - NR8, 
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O, SOX, etc.; X = 0-2; RB - H, CF3, alkyl, etc.] and their 
pharinaceutically acceptable derivs,, useful in the treatment of bacterial 
infections in maiiraala, particularly in man, were prepd. E.g., a 
multi-step synthesis of {3R,4S)-I tZl-Z4 = CH; Z5 - N; Rl = OMe; A = 
N(Me); B » CH2; n = 1; R2 = CH:CH2,- R3 - H; R4 »= n-heptyl] which showed 
MIC of 0.5 .mu.g/mL against 5. aureus Oxford, M. catarrhalis Ravaaio and 
S. pneumoniae, was given. 
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G37 = NH2 

DER: and pharmaceutically acceptable salts 

MPL: claim 1 

NTE: also incorporates claim B, structure IV 



REFERENCE COUNT: 
THIS 



11 



THERE ARE 11 CITED REFERENCES AVAILABLE FOR 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 




A method for treatment of bacterial infection conqprisea administration of 
title compds. [I; m = 1, 2; n » 0-2; Rl - oH, (substituted) alkoxy, 
alkoxyalkyl, halo, alkyl, alkylthio, N02, N3, acyl, acyloxy, acylthio, 
etc.; R2 - H; R3 = H, (substituted) alkyl, alkenyl; R2R3 - :CR5R6; R5, R6 
= H, (substituted) alkyl, alkenyl, arealkyl, aralkenyl; R4 = CH2R51; R5l 

alkyl, hydroxyalkyl, alkoxyalkyl, tatrahydrofuryl, acylaminoalkyl, 
cyanoalkyl, (substituted) phenylalkyl, etc.; A - NRll, 0, S, SO, S02, 
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CR6R7; B = NRll, O, S, SO, S02, CR8R9; R6-R9 - H, SH, alkylthio, halo, 
CF3, N3, alkyl, alkenyl, alkoxycarbonyl, OH, amino, etc.; Rll ■ H, CF3, 
alkyl, alkenyl, alkoxycarbonyl, alkylcarbonyl, etc.; with provisos] , 
Thus, hydroquinidine hydrochloride was refluxed 48 h in aq. HOAc to give 
(3R, 4R)-3-ethyl-4- [3-DXO-3- {6-methoxyquinolin-4-yl>propyllpiperidine. 

The 

latter was refluxed 7 h with K2C03 and 1-bromohexane in PhMe to give 
(3R, 4R) -3-ethyl-l-hexyl-4-[3-oxo-3- (6-methoxyquinolin-4- 
yl)propyl]piperidine. The latter was stirred with NaBH4 in Me2CH0H at 
-10. degree, to give { 3R, 4R) -3-ethyl-l-hexyl-4- [ 3- (R, S ) -hydroxy-3- | 6- 
inethoxyquinolin-4-yl) propyl] piperidine. The latter showed MIC = 4 
.mu.g/mL against E. coli ESS, vs. >64 .mu.g/mL for vancomycin. 

Msm 1 




Gl 
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Gl - alkoxy<(l-6)> (SO) 
G7 - 27-11 30-13 26-24 




26 



G8 = CH20H 

G24 = 114-6 116-12 



G25 - (0-2) CH2 
G30 = N3 
G33 = 130 



55~G30 

DER: or pharmaceuticaliy acceptable derivatives 

MPL: claim 1 

NTB: substitution is restricted 
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=> d his 

(FILE 'HOME* ENTERED AT 14:30:36 ON 13 JUL 2004) 

FILE 'REGISTRY' ENTERED AT 14:30:41 ON 13 JUL 2004 

LI STRUCTURE UPLOADED 

L2 0 S LI SAM 

L3 2 S LI FULL 

L4 STRUCTURE UPLOADED 

L5 0 S L4 SAM 

L6 4 S L4 FULL 

FILE 'CA' ENTERED AT 14:31:58 ON 13 JUL 2004 

L7 2 S L6 

FILE 'MARPAT' ENTERED AT 14:32:08 ON 13 JUL 2004 

L8 6 S L4 FULL 

=> 

Logging off of STN 



=> 

Executing the logoff script... 



=> LOG Y 



STN INTERNATIONAL LOGOFF AT 14:33:14 ON 13 JUL 2004 
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